A 50-year-old woman had a 6-month history of severe generalized itchiness and fatigability. There was no associated fever, abdominal pain, or joint pain. A cholecystectomy had been performed 20 years earlier. She had no family history of hypercholesterolemia or liver disease. The patient had xanthelasma palpebrarum (Figure 1) . Xanthomas were noted on the palms and elbows (Figure 2) 
The patient had xanthelasma palpebrarum (Figure 1 ). Xanthomas were noted on the palms and elbows (Figure 2) Published on Psychiatric Times (http://www.psychiatrictimes.com) contrast, secondary biliary cirrhosis is defined as pro-longed obstruction of the larger extrahepatic ducts. PBC affects all races, although it is most common in whites. 3 The prevalence ranges from 19 to 240 cases per million. 4 The female to male ratio is 10 to 1. 3 Ninety percent of affected women are between 35 and 60 years of age.
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PATHOGENESIS
Although the precise cause is unknown, both environmental and genetic factors may play a role in the pathogenesis of PBC. 5 The condition is associated with automimmune disorders such as the CREST syndrome (calcinosis, Raynaud phenomenon, esophageal dysmotility, sclerodactyly, and t elangiectasia), Sjögren syndrome, autoimmune thyroiditis, rheumatoid arthritis, pernicious anemia, type 1 diabetes mellitus, type 1 renal tubular acidosis, and IgA deficiency. PBC has also been reported as an extraintestinal manifestation of celiac disease. 4 IgG AMA are detected in more than 90% of patients with PBC. 2 These antibodies are directed against the pyruvate dehydrogenase and 2-oxo-acid enzymes in the mitochondria. In addition, a number of class II major histocompatibility loci, including DR8, have been observed in patients with PBC.CLINICAL FEATURES About 40% of patients are asymptomatic at the time of diagnosis. Pruritus and fatigue are the usual presenting symptoms. Pruritus can be generalized or isolated to the palms and soles 2 ; typically the onset is insidious. The severity of fatigue is independent of the extent of the hepatic disease. Some patients may have anorexia, nausea, and right upper quadrant abdominal pain.
As the disease progresses, jaundice develops. Affected patients may have hepatomegaly, splenomegaly, hyperpigmentation, and clubbing of the fingers. Steatorrhea and malabsorption of lipid-soluble vitamins may occur because of deficiency of bile salts in the intestine and pancreatic exocrine inefficiency. 6 Subcutaneous deposition of lipoprotein around the eyes (xanthelasma palpebrarum) and over joints and tendons (xanthoma) may also occur. Other clinical features include bone tenderness, glossitis, dermatitis, ascites, and ecchymosis. 2 
DIAGNOSIS
Blood cell counts are usually normal in the early stages of the disease. 2 PBC is typically diagnosed at a presymptomatic stage based on the results of a routine liver biochemistry screening that show marked elevation of serum ALP (usually 3 to 4 times the upper limit of normal), ALT, aspartate aminotransferase (AST), and g-glutamyl transpeptidase. The diagnosis can be confirmed by the detection of AMA in the serum; this test is fairly specific and sensitive. 6 Patients with PBC commonly have elevated levels of serum bile acid and serum IgM.
Hypoalbuminemia, hyperbilirubinemia, and a prolonged prothrombin time-international normalized ratio are associated with poor prognosis. Tests for rheumatoid factor, anti-smooth muscle antibodies, antinuclear antibodies, and thyroid antibodies may be positive. An elevated antitransglutaminase antibody titer indicates associated celiac disease.
A cholestatic pattern of liver disease and markedly elevated cholesterol levels are hallmark features of PBC on laboratory blood work. The serum cholesterol level is high in more than half of patients and may even exceed 1003.86 mg/dL. 7, 8 LDL and very low-density lipoprotein levels are typically only mildly elevated, whereas high-density lipoprotein (HDL) levels are markedly increased. 9 
